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This study evaluates 23 (9 Chinese and 14 non-Chinese) randomized controlled trials for efficacy and side effects of Chinese herbal
medicine on menopausal symptoms. Menopause was diagnosed according to western medicine criteria in all studies while seven
Chinese studies and one non-Chinese study further stratified the participants using traditional Chinese medical diagnosis “Zheng
differentiation.” Efficacy was reported by all 9 Chinese and 9/14 non-Chinese papers. Side effects and adverse events were generally
mild and infrequent. Only ten severe adverse events were reported, two with possible association with the therapy. CHM did not
increase the endometrial thickness, a common side effect of hormone therapy. None of the studies investigated long-term side
effects. Critical analysis revealed that (1) high-quality studies on efficacy of Chinese herbal medicine for menopausal syndrome
are rare and have the drawback of lacking traditional Chinese medicine diagnosis (Zheng-differentiation). (2) Chinese herbal
medicine may be effective for at least some menopausal symptoms while side effects are likely less than hormone therapy. (3)
All these findings need to be confirmed in further well-designed comprehensive studies meeting the standard of evidence-based
medicine and including Zheng-differentiation of traditional Chinese medicine.

1. Introduction other health problems, for example, cardiovascular disease

and osteoporosis in old age [8-10].

Women can experience menopausal symptoms beginning in
their mid-to-late forties [1]. It has been reported that almost
80% of women in western countries and more than 60% of
Chinese women suffer from menopausal problems [2—4]. An
American survey reports that approximately 25% of women
require treatment [5]. Menopausal symptoms can last for 4-5
years or longer and can even be found in 9% of 72-year-old
women [1, 3, 6, 7]. Menopausal syndrome not only has an
impact on women’s quality of life but also is associated with

Clinical manifestations of menopausal syndrome have a
multivariate feature, including vasomotor episodes, urogen-
ital problems, sleep disturbance and mood disorders, uterine
bleeding, somatic symptoms, vertigo and headaches, palpi-
tations, skin formication, and sexual dysfunction [8, 11-16].
Among them, vasomotor symptoms, vaginal dryness, and
sleep disturbance are most frequent and thus regarded as the
most relevant problems, followed by mood symptoms and
urinary complaints [3].
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Hormone therapy is taken to be the most effective treat-
ment for menopausal syndrome, but various disadvantages
and side effects have been reported, including increased risk
of breast and ovarian cancer, endometrial hyperplasia and
carcinoma, stroke, and venous thromboembolism, especially
for long-term therapy [17-25]. Furthermore, a significant
proportion of menopausal women have contraindications
to or are unwilling to use hormone therapy. Therefore, not
only patients but also physicians are increasingly interested in
complementary therapies using natural products with good
effectiveness and fewer side effects [26, 27]. In USA, 82%
physicians recommend herbal remedies to their menopausal
patients [28].

Chinese herbal medicine (CHM), one of these natural
product treatments with less side effect, has been widely
used to disperse menopausal problems in China and other
Asian countries [29-36]. However, in western society, the
evidence of its efficacy is seen as unconvincing [3, 37-39].
Though there has been a large number of case reports and
pilot clinical trials with various prescriptions in China in the
past decades, they do not provide comparable, measurable,
and reproducible evidence for efficacy of the treatments.
On the other hand, randomized double-blind controlled
trials in western medicine framework demand and favor
homogeneity of participants, standardization of interven-
tion, and quantitative measurements but lack consideration
for Chinese medical Zheng features.

Zheng differentiation (pattern differentiation, #¥ i),
a syndrome stratification according to traditional Chinese
medicine (TCM) diagnosis methods, plays the central role in
the concept and practice of TCM. The logic of this TCM diag-
nosis differs fundamentally from that of the western scientific
thinking. According to the TCM rationale, menopausal
syndrome are caused by imaginary dysfunction of several
organs such as kidney, liver, heart, and spleen, as well as
imaginary pathogenic products induced by that dysfunction
such as excessive fire, blood stasis, qi stagnation, and phlegm-
dampness. The consequence is loss of coordination of qi
and blood, disharmony of cold and heat, and imbalance of
yin and yang (Figure 1) [40-44]. A Zheng differentiation
of a menopausal case can be, for example, “aging-induced
kidney dysfunction” or “kidney-based organ dysfunction”
[40]. TCM therapies, both standardized and individualized,
are adapted according to this kind of stratification. Efficacy
of CHM on menopausal syndrome is thus also expected to
rely on Zheng stratification [31, 45-47].

In this study, we evaluated more than 2000 published
studies on efficacy of CHM for menopausal syndromes and
critically analyzed 23 fit to our criteria, focusing on diagnosis,
outcome measure, efficacy and side effects/adverse effects.
We further discuss the role of Zheng-differentiation.

2. Materials and Methods

2.1. Databases and Search Strategy. Three Chinese electronic
databases including VIP Database for Chinese Technical Peri-
odicals (VIP), Chinese National Knowledge Infrastructure
(CNKI), Chinese Biomedical Literature Database (CBM),
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and two major international electronic databases (Cochrane
Library and MEDLINE) were searched. Specific search
strategy for literatures was established for each of the five
databases. The search strategy and terms for VIP, CNKI, and
CBM were translated from Chinese. The search strategy for
MDELINE was developed by modifying a published protocol
of CHM for menopausal symptoms from Cochrane library
[48]. Details of the search strategies and the abbreviation
list are provided in the supplementary information available
online at doi:10.1155/2012/568106.

2.2. Inclusion and Exclusion Criteria. Randomized controlled
trials of orally taken Chinese herbal medicine, including
powders, liquid, pills, tablets, and capsules for treating
physical or psychological menopausal symptoms published
in Chinese or English were included. Kampo medicine
(Japanese branch of traditional Chinese medicine), employ-
ing similar prescriptions of Chinese herbal medicine, was
also considered [49-51]. Menopause included spontaneous
ones and those induced by surgery, chemotherapy or
radiotherapy. Control groups contained placebo, hormone
therapy, other alternative medicine (e.g., SSRIs (selective
serotonin reuptake inhibitors), oryzanol), acupuncture, and
no treatment. Only studies with outcomes measured by
quantitative questionnaires or participant’s symptom diaries
for menopausal symptoms were included (Figure 2).
Exclusion criteria were (1) using natural products such as
soybean products, black cohosh (Cimicifuga racemosa), red
clover (Trifolium pratense), St. John’s wort (Hypericum per-
foratum), and other non-Chinese herbs, (2) combined inter-
ventions of Chinese herbal medicine with other treatments
(hormone therapy, vitamins, minerals, cod-liver oil, evening
primrose oil, acupuncture, acupoint, nutrition consultation,
etc.), (3) using another CHM remedy as a comparator, (4)
participants younger than forty, (5) interventions of less than
two weeks, and (6) postmenopausal osteoporosis (Figure 2).

2.3. Evaluation. Two independent specialists (Lian-wei Xu
and Man Jia) assessed the abstract and full-text literatures of
all potential eligible trials meeting the inclusion criteria and
summarized using data extraction forms from the selected
studies. One of the two reviewers completed the forms
which were subsequently confirmed by the others. Some of
missing information was sought by contacting authors of the
corresponding publications. The methodological quality of
studies was evaluated using Jadad scale [52].

“Efficacy” for a CHM intervention is defined as (1)
significant improvement compared to placebo or (2) similar
improvement compared to standard therapy for either total
scores or subscales of major relevant symptoms such as hot
flushes and psychological parameters.

3. Results

3.1. Study Quality. A total of 2036 randomized controlled
trials (RCTs) in Chinese databases and 68 in English
databases were retrieved (Figure 2). Majority of studies
were not blinded and many lacked adequate controls or
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FIGURE 2: Number of studies on efficacy of CHM for menopausal syndrome at various stages of retrieval and selection process.

comparators. Also lack of consideration for dropouts and
lack of standardized outcome measures are frequent. The
remaining total of 23 studies consisting of 9 Chinese and 14
non-Chinese met the inclusion and exclusion criteria and
were further evaluated in following analysis [34, 53-74].
Jadad score varied from 1 to 4 (mean = 2.8) for the 9 Chinese
papers and 2 to 5 (mean = 3.7) for the 14 non-Chinese
papers (Table 2).

3.2. Diagnosis and Zheng Differentiation. In all these 23
RCTs, menopausal syndrome was diagnosed according to
the standardized western medical criteria. Seven Chinese
studies and one Netherlandish study further stratified the
participants according to the TCM Zheng diagnosis (Figures
2 and 3, Table 1) [67-74]. Seven of studies considered
yin deficiency and three specially mentioned kidney defi-
ciency. These Zheng differentiation considered dysfunction



of kidney, liver, and imbalanced pathogenic factors excessive
liver qi, excessive fire, and blood stasis. The main Zhengs
were (1) yin deficiency and excessive fire Zheng, (2) yin
deficiency and excessive liver qi Zheng, (3) kidney (yin or
yang) deficiency Zheng, and (4) spleen-kidney deficiency
with blood stasis Zheng. Among these eight trials, one
included all patients meeting western menopausal diagnosis
and treated them individually according to the differential
Zheng-differentiation [67]. The other seven included only
patients meeting certain Zheng-differentiation for which the
respective herbal mixture was formulated [68-74]. None of
the studies described details of procedure of the Zheng-
differentiation.

3.3. CHM Interventions and Control. One study used
hydrophilic concentration of individualized CHM prescribed
according to the Zheng-differentiation of each participant
[67]. All the other 22 used standard patented Chinese
medicine of classical, modified classical or empirical pre-
scriptions or single herb in granules, capsules, oral liquid,
powder, or tablets (Table 1). Nineteen trials used mixed herbs
while the other four used single herb (Figure 3, Table 1).

The duration of the interventions was between eight
weeks and two years (Table 1). One study had followup until
four weeks after termination of the treatment [67].

Fifteen studies had placebo control, 9 used hormone
therapy (Premelle, Premarin plus Medroxyprogesterone,
Tibolone, or estradiol valerate), Paroxetine (SSRI), or vita-
min E plus oryzanol as positive comparators (Table 1).

3.4. Outcome Measure. All the 23 included trials used
quantitative methodology to score and measure the extent of
the menopausal symptoms and quality of life (Table 1). Kup-
perman Index and modified Kupperman Index are the most
frequently used systematic measures (in 11/23 studies), espe-
cially in Chinese studies (8/9). Five Chinese trials employed
the Chinese Medical Symptoms Scale corresponding to the
TCM Zheng-differentiation. Other studies applied various
scales including Greene Climacteric Scale, Menopause Rating
Scale, Menopause Specific Quality of Life, Short-Form 36
Health Survey (SF-36), Pittsburgh Sleepiness Quality Scale,
and Hamilton Depression Scale. Some of the trials provided
scores of each symptom or domain separately while others
gave the total scores for these standardized questionnaires.
Six non-Chinese studies measured vasomotor symptoms by
patient diary.

3.5. Efficacy. All 9 Chinese and 8/14 non-Chinese studies
reported positive effects of CHM while the other 6 non-
Chinese studies did not find effectiveness. Positive effects
included significant improvement (in total scores or in
subscales of major relevant symptoms) compared to placebo
and similar improvement compared to standard hormone
therapy or other recognized alternative medicine. Reduction
of hot flushes was the most frequently reported positive
effect followed by improvement in total scores, benefits in
depression, and other psychological measures. Generally,
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non-Chinese studies reported more details than Chinese
ones.

Among the 9 Chinese studies, 5 employed placebo, 3
employed HRT, and one used Vit E plus oryzanol as positive
comparators [61, 62, 68—74]. Majority of the Chinese studies
reported only total scores of questionnaires but no data
for subscales. Most studies declared that CHM improved
scores of menopausal symptoms in comparison to placebo
or reached similar effect of that of positive comparators
(oryzanol or HRT). Only Wang et al. reported rather
confusing results that CHM reduced total score of modified
Kupperman index in the 8th week but not in the 12th week
of the treatment [70].

One non-Chinese study observed significant improve-
ment for Greene’s scales for the CHM treatment group in
comparison to baseline. However, most of these positive
effects were significantly weaker than those of the Paroxetine
treatment. The authors, thus, could not reach a conclusion
for the efficacy of the CHM [57].

A total of 5 non-Chinese studies reported no efficacy
(Figure 3). All these 5 studies employed placebo or no treat-
ment as the comparators. Four studies reported substantial
but similar improvements in both CHM and placebo groups
[34, 53, 55, 56]. One did not find improvement at all in
five major domains in CHM, HRT, and no treatment groups
[54].

Eight out of the 9 Chinese studies and one non-Chinese
study stratified patients according to their TCM-Zheng [67].
For example, Kwee et al. reported that individualized CHM
for menopausal patients with Zheng-differentiation led to
29% reduction of average score of hot flushes compared to
placebo [67]. In the study of 442 patients with yin deficiency
and excessive liver qi, CHM mixture Jing Qian Ping granules
significantly improved total scores of modified Kupperman
Index and Chinese Medical Symptoms Scale compared to
placebo (Table 1) [71].

Two of the 4 studies with single herb reported efficacy
while the other two did not (Figure 3).

A meta-analysis for efficacy of CHM was not feasible
due to the variety of measurements of outcomes and the
heterogeneity of the trials.

3.6. Safety and Adverse Effects. Eight trials systematically
examined the endometrial thickness after the interventions
and none of them found abnormal increase of thickness of
endometrium by CHM. In contrast, increase of thickness of
endometrium was reported in patients receiving hormone
therapy which was used as a positive comparator in one study
[62].

Nineteen trials monitored standard physiological func-
tions and investigated adverse events or side effects of CHM
(Table 1) [34, 53-61, 63—73]. Six trials (32%) reported no
serious side effects or adverse events. Six of the remaining
thirteen trials reported some adverse events which were,
however, similar to those in corresponding placebo groups.
Only one study reported more diarrhea in CHM group
than in placebo (Table 1). The most common side effect
was gastrointestinal symptoms including abdominal bloating
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F1GURe 3: Classification of the 23 selected trials. The 4 single herb trials are marked at their upper-left corners, the 9 Chinese studies can be
identified by the name of the first author in Chinese character. The 15 trials without Zheng differentiation were in boxes with single line and
the 8 trials with Zheng differentiation were in italic. Boxes for trials with positive results are shaded. The fifteen trials applied placebo control
marked with *. Others used positive comparators. Numbers in brackets are numbers of cases in CHM treatment/comparison groups.
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TABLE 2: Quality of the included studies.

Jadad scale score

Source (author, year) English/Chinese
Randomization Double blinding Withdrawals/dropouts Total score

Hirata et al., 1997 [53] English 2 1 1 4
Woo et al., 2003 [54] English 1 1 1 3
Haines et al., 2008 [55] English 2 2 1 5
Davis et al., 2001 [56] English 2 2 1 5
Plotnikoff et al., 2012 [34] English 2 1 1 4
Yasui et al., 2009 [57] English 1 0 1 2
Wiklund et al., 1999 [58] English 1 2 1 4
Grady et al., 2009 [59] English 2 2 1 5
Chen et al., 2003 [60] English 1 0 1 2
Qu et al., 2009 [63] English 2 0 0 2
Chang et al., 2012 [64] English 2 1 1 4
Kim et al., 2012 [65] English 2 1 1 4
Hsu et al., 2011 [66] English 1 2 0 3
Kwee et al., 2007 [67] English 2 2 1 5
Mean score / / / / 3.7
# Zheng et al., 2009 [61] Chinese 2 0 0 2
35 Wei and Luo, 2007 [62] Chinese 2 0 0 2
[#% Chen et al., 2005 [68] Chinese 1 1 1 3
1% Lou et al., 2009 [69] Chinese 2 2 0 4
F Wang et al., 2006 [70] Chinese 2 2 0 4
5 Wu et al., 2009 [71] Chinese 2 2 0 4
2 Lietal, 2009 [72] Chinese 2 0 1 3
2 Li et al., 2008 [73] Chinese 2 0 0 2
X Liu et al., 2011 [74] Chinese 1 0 0 1
Mean score / / / / 2.8
Total mean score / / / / 3.3

or pain, epigastric discomfort, and stomach disorder in 8,
followed by diarrhea in 7, headache in 4, nausea in 3, breast
distension or pain in 2, abnormal vaginal bleeding in 2/19,
and dizziness in 2 studies.

Only 10 severe adverse events were reported by three
trials, among a total of 1837 participants (Table 2). One
adverse event was per rectum bleeding, which may be
possibly associated to the hot feature of Dang Gui Bu Xue
Tang (DBT) [55]. Wiklund et al. reported 7 severe adverse
events and stated that one of them was likely related to the
CHM medication. However, no detailed information was
available regarding feature of this event [58]. Two other
serious adverse events were found in high dose of CHM
of Grady et al’s trial. One was idiopathic pancreatitis and
the other one had occurred before the trial [59]. The paper
did not mention the relationship between CHM intervention
and idiopathic pancreatitis.

The longest trial over two years did not report serious
adverse events [72]. None of the other studies investigated
long-term side effect.

4. Discussion

4.1. Efficacy, Study Quality and Zheng Differentiation. To
date, more than 2000 studies have been carried out concern-
ing efficacy of CHM for menopausal syndrome, mostly in
China and published in Chinese journals. However, only very
few meet some of the standards of evidence-based medicine.
We could only select 9 Chinese and 14 non-Chinese studies
for evaluation.

All Chinese studies reported effectiveness for CHM.
However, these studies have generally low quality and lacked
detailed data. In addition, the fact that Chinese journals
traditionally publish only positive results seriously reduces
reliability of the reported efficacies.

Non-Chinese studies have generally better quality. How-
ever, most of these studies have the drawback of lack-
ing consideration of Chinese medical features, especially
Zheng-differentiation, the essential soul of TCM theory and
practice. As in western medicine, CHM is also prescribed
according to diagnosis which is based on a different way
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of interpretation and consideration of symptoms and endo-
genic/exogenic factors in a disordered and disharmonized
menopausal female body (Figure 1). Thus, efficacy of CHM
relies on Zheng-differentiation and may be less promi-
nent in non-Chinese studies which do not apply Zheng-
differentiation. Authors of a study carried out on American
women indeed discussed that the lack of consideration of sho
(similar to Zheng-differentiation) for participants may have
contributed to the negative results [34].

Zheng-differentiation is a basic skill of TCM profes-
sionals who, however, often lack experience in randomized,
blinded, and placebo-controlled clinical trials meeting the
standard of evidence-based medicine in western countries.
Cooperation of TCM and western medicine professionals is,
thus, desirable for future studies on efficacy of CHM for
menopausal in Chinese and non-Chinese females. Such stud-
ies will also help elucidating the role of Zheng-differentiation
in TCM in general.

4.2. Side Effect and Adverse Events. An important feature
of CHM is the lack of increase of endometrial thickness, a
common side effect of hormone therapy [62]. This can be
well seen in several of the evaluated studies.

Other side effects of CHM are infrequent and generally
mild. Among a total of 1837 treated cases, only ten severe
adverse events were reported, though for eight of them there
was no evidence of causal relation with the used CHM.
Only two adverse events may have been related to the some
components of the respective CHM: nausea in one case
may be related to Ginseng [58] and per rectum bleeding in
another case to the hot nature of Dang Gui Bu Xue Tang [55].
The most frequent side effects were mild gastrointestinal
symptoms.

The observation periods of the evaluated studies were
generally short (around 12 weeks). Thus, long-term side
effects known for CHM remain a central issue for future
studies.

5. Conclusion

Large number of studies have been carried out on efficacy
of CHM for menopausal syndrome, but most of them
lack adequate quality. CHM may be effective for at least
some menopausal symptoms while its side effects are likely
less than those of hormone therapy. However, all these
findings need to be confirmed in further well-designed
comprehensive studies which meet the standard of evidence-
based medicine and include Zheng-differentiation of TCM.
Cooperation of western medical and TCM professionals is
essential.

Conflict of Interests

The authors declare that they have no conflict of interests.

Evidence-Based Complementary and Alternative Medicine

Authors’ Contribution

L.-W. Xu: retrieving and assessing the eligible trials and
preparing the paper. J. Man: retrieving and assessing the
eligible trials, evaluating the data and performing meta-
analysis. R. Salchow: correcting the paper. M. Kentsch:
evaluating the data and editing the paper. X.-J. Cui: checking
the information of trials. H.-Y. Deng: searching the literature
database. Z.-J. Sun: correcting the paper. L. Kluwe: evaluating
the data, conceiving and essentially editing the paper. All
authors read and approved the final paper.

Acknowledgments

This work is funded by Shanghai Leading Academic Disci-
pline Project supported by Science and Technology Com-
mission of Shanghai (§30303) and National Natural Science
Foundation of China (81273793).

References

[1] North American Menopause Society, “Estrogen and pro-
gestogen use in peri- and postmenopausal women: March
2007 position statement of The North American Menopause
Society,” Menopause, vol. 14, no. 2, pp. 168-182, 2007.

[2] E Kronenberg, “Hot flashes: phenomenology, quality of life,
and search for treatment options,” Experimental Gerontology,
vol. 29, no. 3-4, pp. 319-336, 1994.

[3] H.D. Nelson, “Menopause,” The Lancet, vol. 371, no. 9614, pp.
760-770, 2008.

[4] L. Xu, H. Zhao, and Q. S. Ge, “Epidemiology of peri-
menopause,” Journal of Reproductive Medicine, vol. 2, no. 1,
pp- 23-27, 1993 (Chinese).

[5] E Kronenberg, “Hot flashes: epidemiology and physiology,”
Annals of the New York Academy of Sciences, vol. 592, pp. 52—
86, 1990.

[6] V. Stearns, L. Ullmer, J. F. Lo’pez, Y. Smith, C. Isaacs, and D. E.
Hayes, “Hot flushes,” The Lancet, vol. 360, no. 9348, pp. 1851—
1861, 2002.

[7] K. Rodstrom, C. Bengtsson, L. Lissner, I. Milsom, V. Sundh,
and C. Bjorkelund, “A longitudinal study of the treatment of
hot flushes: the population study of women in Gothenburg
during a quarter of a century,” Menopause, vol. 9, no. 3, pp.
156-161, 2002.

[8] N. E. Avis, A. Colvin, J. T. Bromberger et al., “Change in
health-related quality of life over the menopausal transition
in a multiethnic cohort of middle-aged women: Study of
Women’s Health Across the Nation,” Menopause, vol. 16, no.
5, pp- 860-869, 2009.

[9] G. D. Mishra, W. J. Brown, and A. J. Dobson, “Physical and
mental health: changes during menopause transition,” Quality
of Life Research, vol. 12, no. 4, pp. 405-412, 2003.

[10] E. B. Gold, J. Bromberger, S. Crawford et al, “Factors
associated with age at natural menopause in a multiethnic
sample of midlife women,” American Journal of Epidemiology,
vol. 153, no. 9, pp. 865-874, 2001.

[11] R. E Casper, “Clinical manifestations and diagnosis of
menopause,” 2009, http://www.uptodate.com/contents/clin-
ical-manifestations.

[12] National Institutes of Health, “National Institutes of Health
State-of-the-Science Conference Statement: management of


http://www.uptodate.com/contents/clinical-manifestations-and-diagnosis-of-menopause
http://www.uptodate.com/contents/clinical-manifestations-and-diagnosis-of-menopause

Evidence-Based Complementary and Alternative Medicine

Menopause-related symptoms,” Annals of Internal Medicine,
vol. 142, no. 12, part 1, pp. 1003-1013, 2005.

S. Elavsky and E. McAuley, “Personality, menopausal symp-
toms, and physical activity outcomes in middle-aged women,”
Personality and Individual Differences, vol. 46, no. 2, pp. 123—
128, 2009.

H. S. Kupperman, B. B. Wetchler, and M. H. Blatt, “Con-
temporary therapy of the menopausal syndrome,” The Journal
of the American Medical Association, vol. 171, pp. 1627-1637,
1959.

J. G. Greene, “Constructing a standard climacteric scale,”
Maturitas, vol. 29, no. 1, pp. 25-31, 1998.

L. A.J. Heinemann, P. Potthoff, and H. P. G. Schneider, “Inter-
national versions of the Menopause Rating Scale (MRS),”
Health and Quality of Life Outcomes, vol. 1, article 28, 2003.
W. H. Utian, D. E. Archer, G. A. Bachmann et al., “Estrogen
and progestogen use in postmenopausal women: July 2008
position statement of The North American Menopause Soci-
ety,” Menopause, vol. 15, no. 4, part 1, pp. 584—602, 2008.

H. D. Nelson, “Commonly used types of postmenopausal
estrogen for treatment of hot flashes: scientific review,” Journal
of the American Medical Association, vol. 291, no. 13, pp. 1610—
1620, 2004.

V. Beral, G. Reeves, D. Bull, and J. Green, “Breast cancer risk
in relation to the interval between menopause and starting
hormone therapy,” Journal of the National Cancer Institute, vol.
103, no. 4, pp. 296-305, 2011.

J. V. Lacey Jr, L. A. Brinton, M. E Leitzmann et al,
“Menopausal hormone therapy and ovarian cancer risk in the
National Institutes of Health-AARP Diet and Health Study
Cohort,” Journal of the National Cancer Institute, vol. 98, no.
19, pp. 1397-1405, 2006.

S. Furness, H. Roberts, J. Marjoribanks, A. Lethaby, M. Hickey,
and C. Farquhar, “Hormone therapy in postmenopausal
women and risk of endometrial hyperplasia,” Cochrane
Database of Systematic Reviews, no. 2, p. CD000402, 2009.

V. Beral, D. Bull, and G. Reeves, “Million Women Study
Collaborators. Endometrial cancer and hormone-replacement
therapy in the Million Women Study,” The Lancet, vol. 365, no.
9470, pp. 1543-1551, 2005.

C. Farquhar, J. Marjoribanks, A. Lethaby, J. A. Suckling, and Q.
Lamberts, “Long term hormone therapy for perimenopausal
and postmenopausal women,” Cochrane Database of System-
atic Reviews, no. 2, p. CD004143, 2009.

J. E. Rossouw, G. L. Anderson, R. L. Prentice et al., “Risks and
benefits of estrogen plus progestin in healthy postmenopausal
women: principal results from the women’s health initiative
randomized controlled trial,” Journal of the American Medical
Association, vol. 288, no. 3, pp. 321-333, 2002.

G. L. Anderson, M. Limacher, A. R. Assaf et al., “Effects of
conjugated equine estrogen in postmenopausal women with
hysterectomy: the Women’s Health Initiative Randomized
Controlled Trial,” Journal of the American Medical Association,

17

American Journal of Obstetrics and Gynecology, vol. 193, no.
3, part 1, pp. 693-700, 2005.

L. C. Chen, B. R. Wang, I. C. Chen, and C. H. Shao, “Use
of Chinese herbal medicine among menopausal women in
Taiwan,” International Journal of Gynecology & Obstetrics, vol.
109, no. 1, pp. 63-66, 2010.

V. Scheid, “Traditional Chinese medicine-What are we investi-
gating?. The case of menopause,” Complementary Therapies in
Medicine, vol. 15, no. 1, pp. 54-68, 2007.

Y. E Liu, C. Z. Xiao, T. F. Wang, L. H. Zhang, and K. J. Ding,
“Analyzing characteristics of Chinese herbal medical, symp-
toms, pattern distribution of traditional Chinese medicine
for menopausal syndrome in modern literatures,” Journal of
Beijing University of Traditional Chinese Medicine, vol. 31, no.
2, pp. 125-130, 2008 (Chinese).

D. T. X. Hong, S. Y. Liu, and G. X. He, “Review on Chinese
medical treatment for menopausal syndrome,” Chinese Journal
of Information on Traditional Chinese Medicine, vol. 17, pp.
123-124, 2010.

Y. Feng and P. X. Cao, “Review on Chinese medical treatment
for menopausal syndrome,” Journal of Liaoning University of
Traditional Chinese Medicine, vol. 4, no. 12, pp. 125-126, 2010
(Chinese).

G. A. Plotnikoff, K. Watanabe, C. Torkelson, J. La Valleur, and
D. M. Radosevich, “The TU-025 keishibukuryogan clinical
trial for hot flash management in postmenopausal women:
results and lessons for future research,” Menopause, vol. 18, no.
8, pp. 886-892, 2012.

B. Pan, Y. Kato, K. Sengoku, N. Takuma, N. Niizeki, and M.
Ishikawa, “Treatment of climacteric symptoms with herbal
formulas of traditional Chinese medicine,” Gynecologic and
Obstetric Investigation, vol. 57, no. 3, pp. 144—148, 2004.

V. Scheid, T. Ward, W. S. Cha, K. Watanabe, and X. Liao, “The
treatment of menopausal symptoms by traditional East Asian
medicines: review and perspectives,” Maturitas, vol. 66, no. 2,
pp. 111-130, 2010.

A. L. Huntley and E. Ernst, “A systematic review of herbal
medicinal products for the treatment of menopausal symp-
toms,” Menopause, vol. 10, no. 5, pp. 465-476, 2003.

Y. N. Clement, I. Onakpoya, S. K. Hung, and E. Ernst,
“Effects of herbal and dietary supplements on cognition in
menopause: a systematic review,” Maturitas, vol. 68, no. 3, pp.
256-263, 2011.

R. Haimov-Kochman and D. Hochner-Celnikier, “Hot flashes
revisited: pharmacological and herbal options for hot flashes
management. What does the evidence tell us?” Acta Obstetricia
et Gynecologica Scandinavica, vol. 84, no. 10, pp. 972-979,
2005.

L. W. Xu, S. J. Zhang, and Z. J. Sun, “Characteristics of
etiology and pathogenesis of traditional Chinese medicine
for menopausal syndrome,” Journal of Traditional Chinese
Medicine, vol. 49, no. 11, pp. 1031-1033, 2008.

[41] Y. Z. Zhang, Ed., Obstetrics and Gynecology of Chinese
Medicine, Chinese Traditional Chinese Medicine Press, Bei-
jing, China, 1st edition, 2002.

[42] S. P. Luo, Obstetrics and Gynecology of Chinese Medicine,
Higher Education Press, Beijing, China, 1st edition, 2008.

[43] Q. Wang and R. S. Xu, “Chinese medical understanding
on menopausal syndrome,” Journal of Traditional Chinese
Medicine, vol. 47, no. 2, pp. 151-152, 2006 (Chinese).

[44] Q. Yu and X. Chen, “A review on Chinese medical treatment
for menopausal syndrome,” Journal of Liaoning University of

vol. 291, no. 14, pp. 1701-1712, 2004.
[26] “Herbal medicines for menopausal symptoms,” Drug and
Therapeutics Bulletin, vol. 47, no. 1, pp. 2—6, 2009.
[27] H. J. Kang, R. Ansbacher, and M. M. Hammoud, “Use
of alternative and complementary medicine in menopause,”
International Journal of Gynecology and Obstetrics, vol. 79, no.
3, pp. 195-207, 2002.
B. Singh, X. D. Liu, C. Der-Martirosian et al., “A national
probability survey of American Medical Association gynecol-
ogists and primary care physicians concerning menopause,’

[28



18

[50

(53]

Traditional Chinese Medicine, vol. 11, no. 2, pp. 47-48, 2009
(Chinese).

C. E Du, T. E Wang, Y. Xing et al., “Logistic regression
analysis on common syndrome factor of postmenopausal
menopause syndrome (Logistic),” Journal of Beijing University
of Traditional Chinese Medicine, vol. 32, no. 4, pp. 238-243,
2009 (Chinese).

L. Li, J. Ren, C. E Du, Y. Xing, and T. F. Wang, “Literature
analyses on distribution characteristics of TCM syndromes
and syndrome elements of menopausal syndrome,” Journal
of China Chinese Medicine, vol. 23, no. 3, pp. 194-197, 2008
(Chinese).

C. E Du, T. E Wang, X. Y. Wu, Y. Zhao, and Q. G. Wang,
“Common syndrome factors of menopausal syndrome based
on questionnaire investigation among experts,” Journal of
Chinese Integrative Medicine, vol. 8, no. 8, pp. 757-761, 2010.
X. Zhu, J. Clarke, ProctorM, and Y. L. Liew, “Chinese herbal
medicine for menopausal symptoms (protocol),” Cochrane
Database of Systematic Reviews, no. 3, article CD009023, 2011.
K. Terasawa, “Evidence-based reconstruction of Kampo
medicine: Part I- Is Kampo CAM?” Evidence-Based Comple-
mentary and Alternative Medicine, vol. 1, no. 1, pp. 11-16,
2004.

S. Watanabe, J. Imanishi, M. Satoh, and K. Ozasa, “Unique
place of Kampo (Japanese traditional medicine) in com-
plementary and alternative medicine: a survey of doctors
belonging to the regional medical association in Japan,”
Tohoku Journal of Experimental Medicine, vol. 194, no. 1, pp.
55-63, 2001.

A. T. Borchers, R. M. Hackman, C. L. Keen, J. S. Stern,
and M. E. Gershwin, “Complementary medicine: a review
of immunomodulatory effects of Chinese herbal medicines,”
American Journal of Clinical Nutrition, vol. 66, no. 6, pp. 1303—
1312, 1997.

A. R. Jadad, R. A. Moore, D. Carroll et al., “Assessing the
quality of reports of randomized clinical trials: is blinding
necessary?” Controlled Clinical Trials, vol. 17, no. 1, pp. 1-12,
1996.

J. D. Hirata, L. M. Swiersz, B. Zell, R. Small, and B. Ettinger,
“Does dong quai have estrogenic effects in postmenopausal
women? A double-blind, placebo-controlled trial,” Fertility
and Sterility, vol. 68, no. 6, pp. 981-986, 1997.

J. Woo, E. Lau, S. C. Ho et al., “Comparison of Pueraria lobata
with hormone replacement therapy in treating the adverse
health consequences of menopause,” Menopause, vol. 10, no.
4, pp. 352-361, 2003.

C. J. Haines, P. M. Lam, T. K. H. Chung, K. E Cheng, and
P. C. Leung, “A randomized, double-blind, placebo-controlled
study of the effect of a Chinese herbal medicine preparation
(Dang Gui Buxue Tang) on menopausal symptoms in Hong
Kong Chinese women,” Climacteric, vol. 11, no. 3, pp. 244—
251, 2008.

S. R. Davis, E. M. Briganti, R. Q. Chen, E. S. Dalais, M. Bailey,
and H. G. Burger, “The effects of Chinese medicinal herbs on
postmenopausal vasomotor symptoms of Australian women: a
randomised controlled trial,” Medical Journal of Australia, vol.
174, no. 2, pp. 6871, 2001.

T. Yasui, M. Yamada, H. Uemura et al., “Changes in circulating
cytokine levels in midlife women with psychological symp-
toms with selective serotonin reuptake inhibitor and Japanese
traditional medicine,” Maturitas, vol. 62, no. 2, pp. 146152,
2009.

I. K. Wiklund, L. A. Mattsson, R. Lindgren, and C. Limoni,
“Effects of a standardized ginseng extract on quality of life and

Evidence-Based Complementary and Alternative Medicine

[59

(68

[69]

physiological parameters in symptomatic postmenopausal
women: a double-blind, placebo-controlled trial,” Interna-
tional Journal of Clinical Pharmacology Research, vol. 19, no.
3, pp. 89-99, 1999.

D. Grady, G. E Sawaya, K. C. Johnson et al., “MF101, a
selective estrogen receptor § modulator for the treatment of
menopausal hot flushes: a phase II clinical trial,” Menopause,
vol. 16, no. 3, pp. 458-465, 2009.

L. C. Chen, Y. T. Tsao, K. Y. Yen, Y. E. Chen, M. H. Chou, and
M. FE. Lin, “A pilot study comparing the clinical effects of Jia-
Wey Shiau-Yau San, a traditional Chinese herbal prescription,
and a continuous combined hormone replacement therapy in
postmenopausal women with climacteric symptoms,” Maturi-
tas, vol. 44, no. 1, pp. 55-62, 2003.

J. Zheng, J. Li, S. Ni, and L. Zhang, “Clinical observation
of combinative Chinese medicine in treating perimenopausal
syndrome,” Shanghai Journal of Traditional Chinese Medicine,
vol. 43, no. 10, pp. 30-32, 2009 (Chinese).

L. J. Wei and N. X. Luo, “The clinical study of gian jin ba on
treating climateric syndrome,” Beijing Journal of Traditional
Chinese Medicine, vol. 26, no. 9, pp. 561-563, 2007.

F. Qu, X. Cai, Y. Gu et al., “Chinese medicinal herbs in reliev-
ing perimenopausal depression: a randomized, controlled
trial,” The Journal of Alternative and Complementary Medicine,
vol. 15, no. 1, pp. 93100, 2009.

A. Chang, B. Y. Kwak, K. Yi, and J. S. Kim, “The effect
of herbal extract (EstroG-100) on pre-, peri- and post-
menopausal women: a Randomized Double-blind, Placebo-
controlled Study,” Phytotherapy Research, vol. 26, no. 4, pp.
510-5516, 2012.

S. Y. Kim, S. K. Seo, Y. M. Choi et al., “Effects of red ginseng
supplementation on menopausal symptoms and cardiovas-
cular risk factors in postmenopausal women: a double-blind
randomized controlled trial,” Menopause, vol. 19, no. 4, pp.
461-466, 2012.

C. C. Hsu, H. C. Kuo, S. Y. Chang, T. C. Wu, and K. E. Huang,
“The assessment of efficacy of Diascorea alata for menopausal
symptom treatment in Taiwanese women,” Climacteric, vol.
14, no. 1, pp. 132-139, 2011.

S. H. Kwee, H. H. Tan, A. Marsman, and C. Wauters, “The
effect of Chinese herbal medicines (CHM) on menopausal
symptoms compared to hormone replacement therapy (HRT)
and placebo,” Maturitas, vol. 58, no. 1, pp. 83-90, 2007.

R. Chen, S. Q. Lin, X. Yang et al., “A randomized, mutlti-
center, double blind and parallel controlled clinical trial for
Kuntai capsules in the treatment of climacteric syndromes,”
Chinese New Drugs Journal, vol. 14, no. 12, pp. 1472-1476,
2005 (Chinese).

H. Lou, D. Huang, S. Fang, X. Zhao, Q. Huang, and M. Wang,
“Clinic research on Xianling Gubao capsules for treatment
of manopause syndrome,” China Journal of Chinese Materia
Medica, vol. 34, no. 22, pp. 2950-2952, 2009.

X. Y. Wang, H. Y. Yang, C. L. Zhang, Z. H. Wen, T.
Y. Si, H. Z. Jiang et al, “Randomized controlled trial on
combination of tonifying-kidney Chinese herbs and Chinese
medical psychological treatment for menopausal syndrome,”
Journal of Southern Medical University, vol. 26, no. 6, pp. 797—
798, 2006 (Chinese).

C.Wu, Y. B. Zhang, B. X. Yin, and L. H. Chen, “Clinic research
on new indication of Jing Qian Ping granule for menopausal
syndrome,” Chinese Traditional Patent Medicine, vol. 31, no.
11, pp. 7-8, 2009 (Chinese).

X. H. Li, W. M. Deng, J. Y. Zhang, L. Zhou, and W. Y. Huang,
“Effect of bu shen zhuang gu granule on the gonadal hormone



Evidence-Based Complementary and Alternative Medicine

and blood lipids metabolism in climacteric women,” Chinese
Journal of Integrated Traditional and Western Medicine, vol. 29,
no. 7, pp. 599-602, 2009 (Chinese).

J. J. Li, A. Z. Pan, and W. M. Yi, “The effect of gengnian-
ningshentang on treating 72 patients with female climacteric
syndrome of fever due to yin-deficiency,” Journal of Chinese
Medicinal Materials, vol. 31, no. 4, pp. 628-630, 2008.

H. H. Liu, S. Ly, and Y. P. Shi, “Clinical observation on
Ziyin Jianghuo Fang for the treatment of 60 patients with
menopausal syndrom caused by deficiency of yin and exess
of fire,” Chinese Journal of Experimental Traditional Medical
Formulae, no. 19, pp. 268-270, 2011 (Chinese).

Chinese Ministry of Health, New Chinese Medicine Clinical
Research Guidelines, China Medical Science and Technology
Press, Beijing, China, 1997.

19



	Introduction
	Materials and Methods
	Databases and Search Strategy
	Inclusion and Exclusion Criteria
	Evaluation

	Results 
	Study Quality
	Diagnosis and Zheng Differentiation
	CHM Interventions and Control
	Outcome Measure
	Efficacy
	Safety and Adverse Effects

	Discussion
	Efficacy, Study Quality and Zheng Differentiation
	Side Effect and Adverse Events

	Conclusion 
	Conflict of Interests
	Authors' Contribution
	Acknowledgments
	References

